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Cilengitide targeting of « ft • 

^immunotherapy to ^c^Tft^^J * ne * i *» ™h 
xenografts W mCTease effic ^X apoptosis in breast cancer 

Burke PA, DeNardo SJ, Miers r a r i 



Objective: 

radioimmunoiherapy (RIT) in hu™1T 

tumor models. human brea " cancer 

Introduction: 

Systemic, tumor-tarceted RTt -t. 
to target tissue ™Zirl » *e potential 

cawr L r s Pec«ficaIly and co deliver 
cancer-specific cytotoxic antibodiPc r„ , 
metastatic foci; however £ "^P"* 1 

c^er xenograft «odd/d^£^&« 

oudnmodality therapy Tfce combination J? d 
-manganic agents, such as CUengitide wichRlT 
« a novel approach in which two agents aJll»„ 

wncreas KIT acts directly on the tumor cell 
Synergy of RIT with other antiangiogeLc or 
cWhe» pBUtic agencs has beeLfmonstraced in 
several m ra or models. The particular a^eal™ 
aat-ngiogemc agents is their potential^ a 

Methods: 

" ^i ect ' on o(HBT 3477 (human breast 

" D / urin « 8 4 24 mice received no treatmenr 
46 rn.ee received RIT as a single agentaT ' 



^^c a S SiS ^ USedt0 -'--herateof 

average microvessel densiry S he 
Results.- 

' s^firT^^ C^tide resulted in 
Sf^racT ^ (44% — WT 

S3 CiIex,eitidc was ^ ^» 

■ RIT combined with Cilengitide decreased cell 
proliferation compared to untreated Z e and 
rented in significantly decreased pro'feradon at 
6 days compared to RIT alone 
- Significantly decreased microvessel density 
cornp^ed to untreated mice was observed*^ 
after KIT m mice receiving cither RIT alone or 
combined with Cilengitide ai°neor 

Conclusions: 

TKcse results indicate that significantly better 

*.th Clengitide, compared to therapy with a single 
agen, wjthout an accompanying sJLj^£ 
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Critical commentary 



M^cDonalc IT], T a(51 T, Shimada H. «al Potential 

suscepnb.lity of brain rumors to the anrian^I effecr, 
of v inCcgrin antagonist. Neurosurgery 20oS 15 7 

M.*», F, Meyer T. Fi tH ch cn C> « Ju7,££ rf 

tntcgruii. /ni./ Cancer 2000;67:716-23 
C ommentary : 

This arcick imparts a novel twist to the synergistic 
^Veupc ^combinations for the treatment of 
metastatic breast cancer, by demonstrating Zt 
combing Cuengitide and RIT achieved^ increase 
n che efficacy of therapy withour additional toSxtV 
In particular, the therapeutic synergy is Ukelv to 
be caused by the combined effects ff sevSJ 
mechanisms, leading ro increased apoptosis and 
decreased proliferation because cyclic Arg-Oy-Asp 
peptides, such as Cilengiride or RGDf-ACHA 

z ~ nd b,oc i th u e & receptor > *» - d "^fi 

apopto^s u! endothelial cells, inhibiting angioge„esis 
and blocking tumor growth. Much work is needed to 
investigate why a clear pattern of endothelial 
apoptosis is not preceding total cell apoptosis and 
why ^increased endothelial apoptosis, associated 

S nnr J ^ aWOn with treatment, 

did not appear to be associated with measurable 
differences in microvcssel density. As the authors 
suggest, these data indicate that increased 
endothelial apoptosis observed with RIT combined 
with Okngitide treatment may contribute to, but is 
not likely to be the only mechanism affecting, the 
therapeutic outcome. 

Cilengiride is currently used in clinical trials (phase 
l/U tor anaplastic glioma and phase I for Kaposi's 
sarcoma) with only mild side-effects, including 
nausea, anorexia, fatigue and malaise, with no bone 
marrow suppression and no dose-limiting toxicity. 

I he combination of the anriangiogenic agent 
Cilengiride with RIT is not the only combined 



SarT te - Ced m hUman Cance 'i mother 
KffiP* thaIido ^e, combined wTh 

RIT has been tested in the treatment of xenografts 
of human colon cancer cells. Thalidomide posEes 

and ba 5IC fibrob]asc factof 

Although the combination of RIT and thalidomide 
therapy « significantly associated with a decTeS 
microvessel density thalidomide displays several 
adverse effects including somnolence, constipation 
rashes, orthostatic hypotension, nausea, ' 
peripheral neuropathy and neutropenia; therefore it 
ha. t 0 be establishcd whether th . s CQm . therapy 
increases myelotoxicity in animals. PY 

oao'erT^' 10 . r fT rkMe P CC ^Y of this 
Sv P a L I enhanced therapeutic response achieved 
by adding the antiangiogenic agent Cilengitide to 
Ki r without increased toxicity which indicates 
immense potential specifically for Cilengitide, the 
first antiangiogenic agent that does not add toxicity 
when used in therapeutic combination with RIT 
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